


1 TABLE OF CONTENTS

  
  

  
  

  
  

  
  

  
  
  

  
  

  
  
  
  

  
  

  
  
  
  

  
  
  

  
  
  
  
  
  
  

  
  

  
  

Page 2 of 108



  

  
  
  

  
  

  
  

  
  
  
  
  
  

  
  
  
  
  
  

  
  
  

  
  

 
  

 

 
 

 

Page 3 of 108



 

Page 4 of 108



2  LIST OF ABBREVIATIONS 

F508del CFTR

Page 5 of 108



Page 6 of 108





4 INTRODUCTION

F508del CFTR CFTR

o

o

o

o

Page 8 of 108



5 STUDY OBJECTIVES 

5.1 Primary Objective

F508del CFTR 
CFTR

5.2 Secondary Objectives 

6 STUDY ENDPOINTS

6.1 Efficacy Endpoint

6.1.1 Primary Efficacy Endpoint

6.1.2 Key Secondary Efficacy Endpoints

6.1.3 Secondary Efficacy Endpoints

Page 9 of 108



6.2 Safety Endpoints

7 STUDY DESIGN 

7.1 Overall Design 

F508del-CFTR CFTR

Page 10 of 108



o

o

o

o

CFTR
R117H 

R117H CFTR

Page 11 of 108



7.2 Sample Size and Power

P

CFTR R117H

Page 12 of 108





7.4.2 Unblinding

Page 14 of 108



8 ANALYSIS SETS

Page 15 of 108



8.1 All Subjects Set

8.2 Full Analysis Set

8.3 Safety Set

Page 16 of 108



9 STATISTICAL ANALYSIS

9.1 General Considerations

Page 17 of 108



o
o

o

o

Page 18 of 108



9.2 Background Characteristics 
9.2.1 Subject Disposition

Page 19 of 108



o
o

9.2.2 Demographics and Baseline Characteristics

Page 20 of 108



CFTR

CFTR R117H 

25-75%

25-75%

Page 21 of 108



 Pseudomonas aeruginosa

9.2.3 Medical History

9.2.4 Prior and Concomitant Medications

Page 22 of 108



9.2.5 Study Drug Exposure 

9.2.6 Study Drug Compliance 

9.2.7 Important Protocol Deviations 

Page 23 of 108



9.3 Efficacy Analysis 

9.3.1 Analysis of Primary Efficacy Endpoint(s)
9.3.1.1 Definition  

9.3.1.2 Summary in Ivacaftor Run-in Period

9.3.1.3 Primary Analysis 

P

Page 24 of 108



CFTR
R117H 

P

P

P

P

Page 25 of 108



Page 26 of 108







9.3.2 Analysis of Key Secondary Efficacy Endpoints
9.3.2.1 Definition of Key Secondary Efficacy Endpoints

Page 29 of 108



9.3.2.2 Analysis of Key Secondary Efficacy Endpoints

P

Page 30 of 108



9.3.3 Analysis of Secondary Efficacy Endpoints

9.3.3.1 Definition of Secondary Efficacy Endpoints

9.3.3.2 Analysis of Secondary Efficacy Endpoints

P

Page 31 of 108









9.3.6 Multiplicity Adjustment

Page 35 of 108



9.4 Safety Analysis

9.4.1 Adverse Events 

Page 36 of 108



9.4.1.1 Overiew of TEAEs  

Page 37 of 108



9.4.1.2 TEAEs by System Organ Class (SOC) and Preferred Term (PT)

9.4.1.3 Respiratory Events and Symptoms

Page 38 of 108



9.4.1.4 Subgroup Analysis  

CFTR R117H 

9.4.1.5 Clinical Laboratory

Page 39 of 108



9.4.2 Electrocardiogram

9.4.3 Vital Signs

9.4.4 Physical Examination 

9.4.5 Pulse Oximetry

Page 40 of 108



9.4.6 Postdose Spirometry  

9.4.7 Ophthalmology Examination

10 SUMMARY OF INTERIM AND IDMC ANALYSES

10.1 Interim Analysis

10.2 IDMC Analysis

Page 41 of 108



11 REFERENCES

Page 42 of 108



12 LIST OF APPENDICES

Appendix A: SECOND CFTR ALLELE MUTATIONS INCLUDED FOR SUBJECTS 
WHO ARE HETEROZYGOUS FOR THE F508del-CFTR MUTATION

F508del-CFTR
CFTR

Page 43 of 108



Appendix B : Randomization Procedures

Page 44 of 108



Appendix C: Schedule of Assessments

CFTR

CFTR
R117H

Page 45 of 108



Page 46 of 108





Pa
ge

 4
8 

of
 1

08



Pa
ge

 4
9 

of
 1

08



Pa
ge

 5
0 

of
 1

08



Ap
pe

nd
ix

 D
:A

na
ly

si
s 

Vi
si

t W
in

do
w

 M
ap

pi
ng

 R
ul

es
 fo

r E
ffi

ca
cy

 a
nd

 S
af

et
y 

M
ea

su
re

m
en

ts

o

Pa
ge

 5
1 

of
 1

08



Pa
ge

 5
2 

of
 1

08



Pa
ge

 5
3 

of
 1

08



Pa
ge

 5
4 

of
 1

08



Pa
ge

 5
5 

of
 1

08



o o

Ap
pe

nd
ix

 E
: I

m
pu

ta
tio

n 
R

ul
es

 fo
r M

is
si

ng
 P

rio
r/C

on
co

m
ita

nt
 M

ed
ic

at
io

n 
D

at
es

Pa
ge

 5
6 

of
 1

08



Pa
ge

 5
7 

of
 1

08



Appendix F: Coefficients for Hankinson and Wang Methods for Calculating 
Predicted Spirometry Parameters

Page 58 of 108



Page 59 of 108



Page 60 of 108



Page 61 of 108











Appendix I: Threshold Criteria for Clinical Chemistry and Hematology

Page 66 of 108



Page 67 of 108



Page 68 of 108



Page 69 of 108
















































































